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UKM ARkS 



■\pplu\iiit\ IMcliiniii.iiA AiiiciidniciU i> Mihiniu^.\i io;.:clhcr- w illi a d\\ i>ional 
applKMthWi diK'LlCvl lo liK' Mihiccl ilKiUci ol C 'laiiii 1 1. a- oi iLiifMii ii; pciuJii^i.: pj:cii; 1 S 

Sc! lai No I 1 w 1 I. \s {; cuii!]; w vic-;i:ruilL\i t iroup \ \ in a ri'^li u iMii : ^\|LiircnK'nl. i^ailcJi 
Marvh :4. Jonn 

The aiiiciuiiuciii of ilic 1 1 lie uil p<iLic 1 . llIlc^ 1 -3 L is lo hriiii: ihc.^c itito coiilonnilx 
w ith ihc new ( "laini 1 35. 

Applieanl bclicNCs thai no ncu matter is iiuroduecd by an\ afnciuiniciUs iikkIc hcicm. 

At page 1, line 4. Applieanl has added eontiiuiiiiL: data exphiiniiig the relationship to 
I S. Serial No. I'^l/O't and oilier di\iMons and eontinualions iheteol. 

Applieant's eaneellation otX'laiins I - 1 34 is made w itlunit prejudiee. New (1aim 135 
is added. Support is found, e.g.. in C'lami I 12, as originall>' tiled. 

In \ ieu ot^the abo\e amendments and remarks, it is suhmilted that this application is 
now read\ tor allowance. It", in the c^pimon of tlie l-xannner. a telephone conlerence would 
expedite the prosecution ot'the suhject application, the l Aannner is m\ ited to call the 
undersigned attorney at (213) S^)(>-()^f>5. 



Respectful 1> suhnntted. 




Nisan A. Steinberg, Ph.D. 
Reeislration No. 40.345 



Sidley .Austin Brown cV: Wood 

555 West fifth Street 
l.os Angeles. Call forma V)( )M 1 3 . 1 1 ) 1 ( ) 
1 elephone: (213) NV)()-()(>(>5 
facsmule: (213) S^^o-hooo 
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\ I RSION W I I H M \R klN(.S lO SHOW (H \ N(.I S M \ 1)1 

IN im MM ( H K A I 

III llic 1 itlc, al 1 , lino 1 --.v pica.^c delete ihc entire title, and iii.seil theretor: 

- IN \ I I R( ) I RANSI I ( I !( )N. N I ( )R AND I RANSI I R ( )\ MAI i ( il RM t I I I s 

I ( )R (.1 Ni RA IK )N ( M I R ANSdl NK MM ( 1 1 S ( d NM I( . Ml RARII S--. 

At jxiLje 1 . line 4, pleaNe delete the entire one-sentenee para^^i'aph. aiui in.seri tlie 

tollow mg: 

- - This ai^pliealion is a di \ ision ol I .S. Non-pro\ isional Appl i eation No. 1 ^; I /P'L 
llled on No\ ember 13. wliieh elaiin^ the henelit t^t'l .S. I^nnisn^nal Appliealion No. 

f>n 0()5N25. filed on No\ enilK-r 14. 1 Iils applieation is also related io I .S. Serial 

No. . tiled on No\ ember 12. 2')')1. T.S. Serial No. . liled on No\ ember 1 2. 

2<)()] . and I '.S. Serial No. . llled on November 12, 2n()l. whieh are all dn isions ol ' 

I S. Serial No. ^)') \ ')\})2^l I his applieation is al>(^ related to I .S. Serial No. i)') 2^2. 443. 
filed March 1^), w hieh is a eontmuation ofOV) 1^>)1;)2(). -. 

At page 4, line 14 through page 15, line 1, please delete the entire paragraph, and 
insert therefor the follow mg: 

" This inv ention also relates to a lun el method tor the isolation of spermatogonia. 

ecMiiprising obtaining spermatogonia from a mixed population of testicular cells by extruding 
the cells from the semmifercniN tubules and gentle en/\'matic disaggregation. I he 
spermatogonia or stem cells which are to be geneticall\ modified, max be isolated from a 
mixed cell population by a no\ el method including the utili/alion of a promoter secjiience. 
w hich IS onl\' activ e m c\cling spermatogonia stem cell popidalion^. for example, b-\l\ b or a 
spermoiogoma sjX'cilic prvHuoter, ^uch a> the c-kil promoter region, e-raf-1 promoter. .\ I \1 
( [ataxaia]atavia-telangieetas]a) promoter, RM\1 (ribosome binding motif} promoter, DA/, 
(deleted m a/oo.^permia ) piomotei-. .\R( '( '- 1 promoter. I ISP ')^^ (heat sliock i:ene> promoter, 
or I RMI (\vo]U fragile X site) promoter, oplionalix linked to a rej^orier construct, lor 
example, the (jreen f luorescent Rrotem ( icne (lAd IM. 1 hese unique promoter sequences 
dri\e the exiM'cssion of the reporter ciMistruct on!\ m the c> cling spermatogonia. I he 
>permaIogoma. tlui.s. are the onl\ celN m the mixed population which will expi e>s tliL- 
repoi'ier construct and the> , thu.s. ma> be isolated on thi.^ basis. In the case ol' the green 




nuorcs^.'cnl ici^orlcr conslrucl. the *.'cll> \ua\ he soricd \^ illi the aul o\\ !or example, a I \( 
■^eai;iier ^el al the appM^pfiale w a\ eleiiiilli or !lie\ he seieek\i h\ v-heniieal nielluuls - 

At paLie 1 1>. hne> 1 1 - 1 plea>e delete the entire parauiapli and insert therelor the 
lollow Hi^: 

' lene dclw er\ (or transleetion ) nnxlure", ui llie eonlexl ol' tlii^ patent, nlean^ 
seleeled iienetie tnalonal together with an appropriate \ eetiM' niixed. lor example, uith an 
efteetix e amount ot lipid transleetj ion|uh; anient. The amount of eaeh eomponent of the 
mixture is ehosen so that the lran^teetlon oTa speeitle speeies ot\:erm eell is (optimized. Sueh 
optimization requnes no move tluin routine expcrimenlation. 1 he ratio ot DNA to hpid is 
hroad, preferahlx alioul 1:1. although tUher proportions ma\' also he utilized depending on 
the type of lipid agent and the DNA utilized, I his proportion is not erueial.--. 

At page 2n, Imes 13-22, please delete the entire paragraph and insert therefor the 
follow mg: 

-- 1 he Cli p I)NA-lran>fernn-pol> l\sme \iral eomple.xes, prepared as deserihed in 
{:\ample 4 aho\c, were deli\cred into the seminiferous tubules of three (3)-week-old 
B6D2F1 male miee. fhe DNA deli\erv bv transferrin reeeptor-mediated endoexlosis is 
deserihed b\ Sehmidt et al. and W agner et al. (Sehmidt et al.. i\M 4: 41-51 ( 1^)S()}: W agner, 
I-;., et al. PNAS ( \')'Hy). (I SA) SI : 34ln-3414 ( }')'){))). In addition, this deli\ery s\stem 
relies on tlie eapaeitv of adeuiu iruses to disrupt eell \ eMeles. sueh as endosomes and release 
the eontenl> entrapped therein. I he transteetion effieiene) ot this sxMem is almost 2.()()() fold 
higher than lipofeetion.--. 

IN IHh (1 AIMS: 

IMea>e eaneel Claims 1-1 ."^4. w ithout prejiidiee. as originalK liled w iih parent 
appheation fi^) l'M.^)2n. and add the follow ing new (Maim 1 2v> as being direeted to the subieet 
matter of designated el aim ( iroup 1\'. w hieh !> herein eleeted. 

-- i .^:^ ( New ) A '^eiie lheiap\ niclluut. eiMiijM'isinL! the ^lep- ol • 

obuiiiiing a iiKile L^eriii eel: ;:"oni a iioii-iuinian \ ei lclM a-e. -aul ;:eriii eell i^eiiii: 
-.c\\U'd 'u^r' !'U' I'Niiip v'( ir ^'^n- d'' -pci''\i'<n:( >f^'a! -'ei^^ fviv- M -pp'ina'i >pon la . p''''^KP"\ 

--p^'i p;aU \ ]v c .ep:o;ePL' -j^e: :pj:^^;\ le-. .^'plok'pc -j^e: p^ki >e'. 'l'- . ::o;ei,c ^j^c: ppi:i 'v \ 'c-. 
paei]Mene ->pe: :paloe\ te^. -eeotxlai'\ ^iX'rPMloex le-. ■^lvrn^aud>. and -{X'rnia'o/oa. 




allow iiil: ihc pols nii^' (.■ncvuiiiiu a ucik' [MpJuvI !i> ih' taken up i\\ . arul rcica-^cd 
into Uk' ucnn cell, aiui 

intR)dLicini! ^aul UariNloclcd niaic iici'in ecli mu^ ihc testis o\ a rveijMent xertehrate. 
wherein the poi> luieieolide eneodin;^ a iiene prodnel is den\eJ Immii llie -ame \e!telMate speeies as th.e 
recipient \ ertehiate.--. 



